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m m « 

mmmmm 

3,3,3- h U 7;i/^"D-2-t h*D^>-2-^;WN-(5,5,10-h U#3=-V 
-4,10- ^ t F'Pfx; [3 J 2-e][i]^>^fiK>-9-f^)7p;^7 ^ K 
[3,3, 3-trif luoro-2-hydoxy-2-methyl-N-( 5 , 5 , 10-trioxo-4 , 10-dihydrothieno- 
[3,2-c][l]benzothiepin-9-yl)propanamide] (J£TF> ^PteJ^CTfll^^l (I) h 

«»©jfc«Bv ^^©MtH ^m^noMfts ^tt^^a^tf t>n% 0 ®§ 

tuiLM^^tc :tettSfljft3m&fc:fcJ: N Jfe#*«^tt#T!fc s c 2: fc*^5 < mm<D 
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&Mnm&&£zf&wwm&omM ! ¥%}& £.vmm^b%m%fez. its bijwj 

[if ♦ V*r—j-)\s • ^ • 7 -r *JHrv*J— (The 
Journal of Physiology X 494 # N 1^ 1-16 M (1996 #l/>h • F y ^ • 
$—>fvy (Current Drug Targets)^ 2=# N 1 1-20 H (2001 . 7 

>f V-lruV-h • X^J>^^-bT^ (ActaPhysiologicaScandinavicaX 173 ^ 3 -sg\ 
323-333 H (2001 ^)] 0 M»flB^^#5MfO^«{3i»^:#^CD^S^ 

ZZLtftmbnT&t) (W098/46587), ib<&%) (I) £fcf«©3jlS^fcfF^£ 
^Ot&SWffl £ 3Tf 3 £ h tm 5> tfT V> £ (WO02/078633 £ £t>* W002/078712) o 

&&W(DBmt, it-em (i) ^fe^^o^a^etifci^^n^^^ai^Ki/^- 
*mwi±s utcd (i) - (2i) izmrzo 
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(1) (a) 5$ (I) 



F O 




(I) 

Tf^&tl* 3,3,3- h U 7;i/^-D-2-t Kn3r^2-^;i/-N-(5,5,10- h U^-^rV 



(2) 3,3,3- > U 7;i/*D-2-fc KD3^>-2^^;WN-(5,5,10- h U^V-4,10- 
S?fc N^iy [3,2-c][l]^>^/^^tf>-9--r;i/)rD;i>T5. F3&*5* (la) 




(la) 

^^tl^(S)-(+)-3,3,3-h 'j7WD-2-t h*D^rS>-2-^^-;U-N-(5,5,10-h U 
:sMF-V-4,10-$>t KD^^y[3,2-c][l]^.>^^^f>-W;i/)rD^1>T^ h* 

-e&sn (i) ^fBfg©|gmii«s 

5tf£?;K Y^-Wis^s i-7Y\ZV)\/^ T7l^W N 
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^mfriofiLtcfc** (i) m$Ltz\zm (2) mMzmvmmmm, 

(4) (a) 3C (I) 




(I) 

T'S£fri£ 3,3,3- h U 7;i/^-D-2-t Kn^-2-^;i/-N-(5,5,10- h 
-4,10-^fc FD^xy [3,2-c][l]^>^^^f>-9— fJH7D/l>7^ K*fcfcfc 
^ISSS^ttfcSfS&axaffii; (b) «! 7 K 1/7- 'J >§§#Ilri$t » J: t 

(5) 3,3,3- h ij7;VtP-2-t h*P3r^2-p<^;i/-N-(5,5,10- b U^V-4,10- 




l!it£*i£(S)-(+)-3,3,3-h 'J7Mn-2-b h*D>->-2-^;i/-N-(5,5,10-h U 
*+V-4,10-^fc Kp^-x^ [3,2-c][l]^>V r ^^^>-9-i';i/)7°n'>'N'>T^ p 
(4) ^f3«©M3tM^t#a«*iJ«^^J, 

(6) visi-y >&!&#mmmifi* &znss>* y^"j^>s =r^Vi/y, t 
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^tf^;K h*=Hf- % »> s T)V7V$/>s t7>lf^K ^7hWJK TrtJ* 

VN-rn*iomj:T5*sai (4) ^fcttas (5) OT@cDtu3iM^t3#o« 

(7) (a) a (I) 



-e^£tl3 3,3,3- h U 7;i/^"D-2-t KD^-$/-2-^^-;i/-N'(5 > 5,10- h U^V 

(8) 3,3,3- h U 7;i/^-D-2-t h*Ddp->-2-^^;i/-N-(5,5,10-h 
^bFDfxyfS.Z-cKll^^xtv-H^lrn^vr^ K#5£ (la) 



a*) 

7?^tl%(Sj-(+)-3,3,3-h ij7jVtD-2-k FP^>-2-^;i/-N-(5,5,10- h U 




o 



O 
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-Z&Zm (7)'3IflBtt©*y K 

9K5?;K 7JW^»>, ±7Y\ZV)W ^7bW)K T^J*> 

^-rti^iow±-e^.as (7) Ji*fc{±m (8) mtm®** k 

(10) (a) 5$ (I) 




(I) 

T-a£*l3 3,3,3- h U 7;i/^"D-2-b FP^-2-^;i/-N-(5,5,10- h Utf^V 
-4,10-^t KD^aiy [3,2-c][l]^>^it>-HM7nM>7^ F^fcfci 

(11) 3,3,3-hij7MD-2-t b*D^-2-^;i/-N-(5,5,10-b U^V-4,10- 
S>h FD^xy [3,2-c][l]^>^:nt:>-9-^;b):rp/i>:P$. K#5£ (la) 




aa) 
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T3t£tl3(S)-(+)-3,3,3-h U7Mn-2-k KD d r^-2-^^-;i/-N-(5,5,10-h U 
^-^V-4,10-^t h'D^xy [3,2-c][l]^>V*^:nh'>-9-^;i/)^p;l>:P^ f* 
Hfr&m (10) ->lil3«&©iiu:fcM K 

(12) a x tFuj-v>%<gfammffli$*&xvi<>>s ^v*s>>s 

e^tfS^K h*3r-y-v^>^ t;i/?v^>>\ ^-7 htr^;w 77hm N 7vt>> 

SV>-rtt*»loJWJf?f&sm (10) iltfc&fg (11) IlfB«g©BU3AM^t#0 

(13) a, t Fui-v >^&mmm£mmiz&fzi±mm%m^Tm*izimTz 

fc#>cD5$ (I) 




(i) 

3,3,3- h U 7;i/^-p-2-t KD^r^-2-^^;i/-N-(5,5,10- h Utf-^v 
-4,10-^b Fnfxy [3,2-c][l]^>V^^f>-9— f ;v)7"n^>7^ 

(14) 3,3,3- b U 7;i/^-D-2-t h*D^>-2-*^;i/-N-(5,5,10-h U^V-4,10- 
i;bFDfiy[3,2-c][i]^>^xt>-H;p)7n;^7^ K#55 (la) 
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*C^tlS(5)-(+)-3,3,3-h U7MD-2-t Kn^>=2-^;i/-N-(5,5,10- h U 
**V-4,10-^ t h'D^^y [3,2-c][l]^>^5 : -^^>-9--r;i/)^D^\->7'5. K 
(13) 3,3,3- h U7;i/tD-2-t KD^>>-2-^^-N-(5,5, 10- 

h u^^v-4,io-^t Ko^oiy [3,2-c][i]^>y^^tr>-9— r;i/)^n/i>7' 

(15) a, 7 Hl/t 'J >g^ft»f^A7n^», r^»> N 5^^>> s 

Y*cW*s>^ ^-7ht:^ v7hif^;i/ s tvw 

SV^-TtlA* 1 ^±"C^Si (13) ^£fci±& (14) £fla«<Z) 3,3,3- h> IJ7^ 
P-2- t K P *c*/-Z-* ^;i/-N-(5,5,10- h U ^"dr V-4,10-^ t K D ^ J 

fca&©s; (i) 
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tMtl§ 3,3,3- h U 7;i/^D-2-b Kn^i/-2-p«^;i/-N-(5,5,10- h 
-4,10-^t FDfxy[3,2-c][l]^>^xt>-H;i/)7D;l>7^ F^fcfci: 

(17) 3,3,3- h U^;i/^-D-2-t KD^e/-2-^^;V-N-(5,5,10-h U^V-4,10- 
^fc h-p^x;[3,2-c][l]^>^xt>H;H7 , D;t>7^ h*#5£ (la) 




t?^^tt^(S)-(+)-3,3,3-h U 7;i/^"D-2-t HD^->-2-p<^;i/-N-(5,5,10- h U 
^-^V-4,10-^b h'P^iy[3,2-c][l]^>^fxt:>-H;b)7D^>7^ K 

d6) mm<Dwmmm, 

(18) a, 7 Kl/ 1 'J Vg^MJ* 5 ^ D 7°7^>>, r7^>>X 

<>vf^;K K^itV^^ t;i/7\/^> n t7he^;K 77htf^K Tvsy 

z^mfri-oM±-(;&z>m (i6) ^fc&m (17) mmmcDmmm^ 

(19) (a) ^ (I) 
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(I) 



t$$ti5 3,3,3- h U 7)V*U-2-t h*D3^>-2-.*^;i/-N-(5,5,10- h Ut*V 
-4 , 10-^ fc K d [3 , 2-c] [1 ] i> v^x. \f >-9--f ;i/ ) yxn ? 1 > 7" ^ K g; fc£ 

(20) 3,3,3- h U 7;i/^-D-2-b F XHriz-l-* ^WN-(5,5,10- h U^V-4,10- 

Fnfxy [3,2-c][i]^>y^^t:>-9-r;i/)rD^>T^ h*#5$ (ia) 



T?'S^nS(S)-(+)-3,3,3-h y 7;i/^-D-2-t KD^r->-2-^^;i/-N-(5,5,10- t> »J 
;fr3rV-4,10-$>fc h'D^^y [3,2-c][l]^>y^^b'>-9-^;i/)7*D/1>^$. K 

(19) mmm(Dm&mm*mz{¥5mmmm&yt<Dftmfim^ 

(21) a l TKl/^U>fg§#:a»fSJ^A^D2/> N :^»>, 5^»> N 
>7^t^;K K3ft^»>s 7;i/7^;^>x t7Mf^K V7h^;k 




o 



(Ia) 
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*^rn<Mo&±-cfca* (19) msuttm (20) mmmviti&mm*^^ 
ih&m (i) (Dmm&mvzft&stizims mzizmn^mizn^nzmmn 
<b<&w (i) <Dmm&m£Lfc&iftizm.tttot&t\sT&s mmUs mwk, 

mz, ft&m (i) ©ss^&fco^TS&E-rao 

<b^l (I) fck W098/46587fc;iB*©*tt*fctt^n&fc*bT«»rSCli:*s 

(i) tuts s.tt.m&fc (mz.it, s&nttfk m&m&#m) 

K&m (i) (omzm^htz^tg. ih-^m u) &mo!m'eme>ti%>t%& j e<D 
&&mm-rti&&<^ 3^ aatcD^-cw&nsi:*^ (i) &mmi$m 
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ai7Fl/t'J >^^®f^J b T A X a >> > s r ^ >> X ^ =y V > 
£^t^;K F^tf-^>> s T)vyJ->>^ ^-7ht^K ?7 htr^;K 7n; 

Mptits mmb^m (i) (DMm^m^mm^ti^thxm^LtciMm^i-f e> 

tts £ *i £ ^ *i ^ frt© %<§m TZ&o iz WiftMb b fc & © 7? & tU£ N #$!J (£- 
#J) ^bTT"^^©^JO^^fc)Hi:i:bTT^^M*fe(i^#-r^c:h^# 

Wfcj*m«i/5oo ift&m (i) sfctt^oiBa^fcifs^tt^ffi/atTKu^ 

U >5l»fr*»f#J) -5000/1, *?£b<& l/300~1000/ls «t t># * b < 1/200 
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-500/1, ££fcJ?$b<ttl/100~100/l©IW©jfcT!** o 
*<Z)»^»fci l lF«P*n*ai*^**r*»l^i:, (b) a,7Kl/ty>5§ft 

mi * tz &m&mmxm tc# a mjwm^^&j -e^M £ ti s ( i ) 

fi^iSfclTOfcUTlSlircSSo 4bi§r^ (I) tfe^^O^l^fcS 

(± 2 oJ^±©^J^I^t)tT^4t £ £ J; D HJtetr § & c &&©£&!l&& 

mte^Tum.Mte&iomikmzmmirz>o rmommmx^ m-^m (i) 

£ UTn (S)-(+)-3,3,3-h U 7;i/^-D-2-fc b*D:^>-2-^;t/-N-(5,5,10-h U # 
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=¥V-4,10-^fc Pnfx/[3 ) 2-c][l]'<>^ilf>-H;i/)7n;i>?5 K 
[ (S)-(+)-N-3,3,3-trifluoro-2-hydoxy-2-methyl-(5,5,10-trioxo-4,10-dihydro 

-thi eno [ 3 , 2-c ] [ 1 ]benzothi epin-9-yl )propanami de] ( &9 fcJtS b X lk&$) 
(la) fcv^) Steffi L&o 

^iSTjl/A^I/ V (Malmgren) 6>CD^[^ -v — ^ • a*:/ • a-DP^- (J. 
Urol.). 142# s 1134-1138 H (1989 30 ]fc*PbTfrofc 0 

fco v M±^iS 19~25°C N rlJS 30~70%. — B 12 B#^fi^B^ (^tu 7 Bf 7 
Bt) ©^IW^Ts ^JS^^t 5-7 EiFolK^U ^m<DmZffimt7k%&&te 

^ y h izffifrtibmM.mm^m*?f -=> fc„ ^ * b h^vi/tf • ± b >; <> 

A (m^b^c) 50 mg/kg ©JKfeft&^fcJ; TJSM#©j£Jir:fc<fcOT5 
Rl^IE^-KISbfco SoiPfr&s ^U^^I^>^j-— 7" (PE-20 ; b>^^ v 

*>v» JtBmmffi&xmxLtco mmmm&mm^x-mfem^tc&s 

mffl$i^T«a^bfco *ri;£4MT>fc>>U > (ampicilliru >>^M) CD^|*j 
(150mg/kg; lBltUs 3BP«#) £fro&o 

(PE-50 ; ^h>f^ y*>V» fc^as^g^ (^^X^) ^?ifeU J3& 
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^3>^>7° (KD yrj^>^<<7j y?) 50 mL mm (tVI^) 

yy (ap-62ig; B^ytm) izxmmv, an^um^tz^v y^y^^k 

(RMP-6008 ; B^«) ^VrV— ^JUTlsJ l/3-^-(RTA-1200 ; B*^«) 
±fcfBgibfco MfemmmT 60-90 ^SO^Jl^m^lO mL/BtF^©^ 

-e«F*Jt3 30^*#$Iy±AU #^W*5ctt>*^luW (#^i5?irSl&). 
MTZ>(D %mU bfco&AfSKlt 30 ^tlWilrt ££?I:&^E£ 30 #H§& A U 

MW&^mmmfemmt Lfeo K&m da) j± 0.5 w/v (m*/^») %*^-;ihz 

;vn— XzMg^re 1 mg/mL 0«£-i±fco 0.5 w/v%^<^ 

;i/-fe;i/D-^7k^rtT'^^>fc#|RU 0 . Olmg/mL Ut^O (la) 

ffl$£r&] ^iiU 1 mL/kg £D^»-C^P^#bfeo BOB* AX n $/>{± 0. 5w/v% 
^^;V-fe;i/D— X7«« 0.03 mg/mL J; 5 fcigflfb (^A^Di/>Mffl 

^)s 1 mL/kg ©^ifgn^Uco ^fcs #ffl^m©^CDfe«)^s 
(la) fe^ffl^h^ AX D^>^ffl^§^ti^til mL/kg ©^MT*(rI^{c:^ 
□&#bfc<, »U 3. 5^K^^*fci«^ljS#^©«^hU 
©hu^15^ (5S*&*S:#& 45—75 £\ 165-195 £\ 285-315 #) fc^S^M 

tlfeMMJBEW^&n > tfi-^ — (PC-9801NS/R ; NEC *fcM)T'ftJ^ bfc^* 
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Wlf- (KW4620 ; ^^y^^^t) T«^Dlt)s DATB^7 y-Ol&fM WJ2 
77-f;^lt§#lh • 77^Hi s Excel 2000 (7^^077 h*± 

M)fcM&A,;£o #S|iTJRI6cp^:*$s &S»K»&g|j&:i3 «fctfl*KiKtt<D;*:£& 

fit (x) £ s & 2 &&$&ht mmm.<b\% (%) ^3^(c#^to.©^§^©h 







3l«©**aflc«f *<b-&« (la) k*A*D$/>(Z>#fflSMI 






{b^(Ia) 
0.01 mg/kg, p.o. 


0.03 mg/kg, p.o. 




i p#r«m 
* term 

5B#fBJ& 


100.0 ± 0.0 

107.1 ± 13.3 
107.1 ± 12.3 
113.6 ± 9.6 


100.0 ± 0.0 
62.3 ± 7.7** 
62.8 ± 7.6** 
65.6 ± 7.5*** 


100.0 ± 0.0 
62.0 ± 5.2** 
75.2 ± 5.5* 
j 88.3 ± 7.2* 


100.0 ± 0.0 
45.9 ± 6.8** 
45.6 ± 6.7 ***• ** 
42.9 ± 4.4 ***- T - m 



*P<0.05,**P<0.0l,***P<0.001(=i^hu-/l^i:Oit^) 
f P<0.05 «b*4»0a)»*»fc(Oifc|B 
tt P<0.0l, m P<0.001 (fA^vis^&mktotkm 
(n=9-10; Student's t-test ^fcl* Aspin-Welch test) 
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^2* mmmttvvmmt 




3 (I) &XU*sls<Dffim%im 






fb^«j(Ia) 
0.01 mg/kg, p.o. 


0.03 mg/kg, p.o. 




3l*|fl!« 
5 5#^^ 


100.0 ± 0.0 
| 107.9 ± 16.5 

136.4 ± 27.0 
! 103.3 ± 15.3 


• 100.0 ± 0.0 

52.3 ± 7.3** 
46.2 ± 8.1** 

42.4 ± 6.0** 


100.0 ± 0.0 
57.8 ± 7.5* 
73.2 ± 5.3* 
78.4 ± 7.0 


100.0 ± 0.0 
26.3 ± 5.4***- T -« 

26.0 ± 9.5 **• m 

20.1 ± 4.0 **-*•*" 



*P<0 .05 , **P<0.01 , ***P<0.00 1 (=i i/hn -/up £ <7>tt$&) 

t p<o.o5 da) &#s¥£:tf>tt;go 

**P<0.01, **P<0.001 (^A^n^v^^-l^irOit^) 
> Cn=9-10; Student's t-test itfdrt Aspin-Welch test) 



*3* fflsmttvhvms 


a60BK*rt-*<bd«r (la) fc^^D>»6DM 






0.01 mg/kg, p.o. 


0.03 mg/kg, p.o. 




3 R#F«1^ 

5#isia 


100.0 ± 0.0 
106.5 ± 5.1 
103.2 ± 2.8 
100.2 ± 2.6 


100.0 ± 0.0 
109.5 ± 2.2 
105.5 ± 3.8 
96.7 ± 2.4 


100.0 ± 0.0 
108.5 ± 6.4 

108.1 ± 6.0 
104.7 ± 6.4 


100.0 ± 0.0 
106.3 ± 6.4 
106.0 ± 3.8 
102.8 ± 1.6 



»J©^t<fclilt fc&m (la) *^Axn>»(t ilfiKi (^M 

tuTOMS) ©«J*!If^ffltfgB«)&nfco Ik&W (la) *A*n$/ 

V#&&#&£WC<bl^5 (la) ^ < tt^^AXD^>©#ffl^4•OV^-rn^)^ 

fritz 0 
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*k mm-H%tz\)s ik&w (i) &it&*<Dmm&mizm&$tizm£a l 7 vis 
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VT&mnmiZ&-¥'rzzb.1fi'V&s mX-Xmtz^, 0.01~900mg/60kg/^ 
&£. b < & 0.1~200mg/60kg/B#M^T&3o a,7h'l/t'J >g^&MMfciu 
^A-A^fe!3s 0.01~500mg/60kg/Bs b < & O^-lOOmg/eOkg/Bft 5 ® 

(Yb^ (la)) 

4h<&8Q (la) 250 g s T>- h-;i/ 1598. 5 g. JM&^U h U >> A 100 g, 

^K^tK^t -f 10 g, * er t U >^ > A 40 g & «k VStSH -Mltim 1 . 5 g 

MPurepress Correct-12 M) T^T^^froT. &M ( 10l&fc&?S*£ri&#25 mg 

»7 -fb^-tl (la) 25 mg 



159.85 mg 



10 



mg 



mg 



4 



mg 



0.15 mg 



200 



mg 



mm2 : t/y^zjvm ut-sm (ia)> 
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(la) 500 g N ?LH 300 g s ®K»c>r>fK 100 g^^tf^^U^^ 
hy^AlOO g^^fc^Dvg-a-Ufeo ^(Dn^^tiy^JV^mn (Zanasi*± 
9k LZ-64SD fc«fc!) N (l:&:7-fe;i/&fcb 100 mg^fi) 



W tfs^ (la) 50 
?LM 30 

wmwk'rjm io 



rag 
mg 
mg 



±^Jl2m^±±JL^A 10 me 

100 mg 

mMM3 i&Mffl Ub&fa (la)) 

fls^* (la) lg^«fct5D-T>-h~;i/5g^|tfffl3JS@2Kfc:«iPbTS-&U 

«n ^Itffi^TkT-^*^ 1000ml h-T^o ^&ttfc*'&«[&3tf^^/W7 , ;i/fc: 2ml 
f^iI^t^«bt N &£#fij ( 1 >W ^ifcfc t)M«fifc^ 2mg S^-TS) £f# 

-So 

^ <b^rt) (la) 2 mg 

D- h— ;b io mg 

t&m<.mm . mm 
Tkmiti- h y •> ATfc^s &s 
gma^Mzfe m . 

2.00 ml 

4 :^J (&K*A*p$/» 

ffitt^A^DS/V0.4g N ^303.6g:*3£tfJ5tt*iM&68g$«£-U Ctlfcfc 
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^^2/^A8.0g^q^X^U &8m<0#**ofctr»» (?&7j<*±M RT-15 





0.2 


mg 




151.8 


mg 




34 


mg 




10 


mg 




4 


mg 




200 


mg 



$mM5 :*ffl ab^rt; (la) tiMM* &xu*s>(Dmffl) 

fbiirtJ (la) 40g N m^^A^n^>0.4g, ?LM 289.6g*5j;t>*^#TO56g 
^M^-U ctifc-fc h*Ddri/7D t;i/t;i/n- ^©I0%7k^l20g Sflpjl&o 

C*Lfc^^TU>^^T^>^A 2g^Jp^Trl-^-U S8ram©l f F£&o&fr&&fel 
(^7XMRT-15M) TfI^=ffoTs (l|£&fc!Mblirt> (la) 20mg;fcJ; 

t>*m^A^D^>o.2mg^^-r^.) *mz>, 0 



fc&m (la) 


20 


mg 




0.2 


mg 




144.8. 


mg 




28 


mg 


h h*D^r^7*D t:;i/-fc;i/n— x 


6 


mg 




1 


mg 




200 


mg 
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^ 3,3,3- h U 7;i/^-D-2-t KD^>-2-^;i/-N-(5,5,10- h U^- 



-22- 



WO 2005/007155 PCT/JP2004/010533 



1. (a) 5$ (I) 




T-^tlS 3,3,3- h ij7;^D-2-b h*D^>-2-^?-;i/-N-(5,5,10-h U^V 
-4,10-^h FD5 L xy[3,2-c][l]^>^xlf>-H;i/)7'D^>7^ KSfctt 

• 2. 3,3,3- h U 7))/*U-2-\l Kn^fy-2-p<^;b-N-(5 ) 5,10-h >J ;*drV-4,10- 
h*D^3zy [3,2-c][l]^W^3i^>-9— f ;v)7P^>7^ h*#5£ (la) 




-e^t£frl3(S)-(+)-3,3,3-h 'J7MD-2-t Fn^>-2-^;i/-N-(5,5,10-h >J 
*3rV-4,10-^fc FDfi; [3,2-c][l]^L>v'5 L ^t:>-9— f ;i/)7*Dy^>^= h* 
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Y*Wi/y^ 7^7^i/> N t7hes?;K -?7h^;K tvnv 
4. (a) 5$ (I) 




tS^tlS 3,3,3- h U 7;V^"P-2-t h*n^i/-2-p<^;i/-N-(5,5,10- h 
-4,10-^fc FDf-xy [3,2-c][l]^>V r ^-ccb'>-9— T ;i/)^*D7^>T ^ K^fctt 

5. . 3,3,3- h U7;i/tD-2-t KD*^-2-^^-;i/-N-(5,5,10-h 

KDfiy [3,2-c][l]^>V r ^-oit:>-9-'i';i/)7-D7l>T^ h*#:£ (la) 




(la) 

T*Sl£*l£(S)-(+)-3,3,3-h 'j7;i/tD-2-t KD^>-2-*^;i/-N-(5,5,10- h U 
^-#V-4,10-^b h'D^^y [3,2-c][l]^>y^^t. 0 >-9-^;i/)7°P/l>T^ h* 
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•>7ti;jK Y^-Wis^s T)l7"Ji/> s j-?hW)K 77Ft^K 
7. (a) 5$ (I) 



•e^ftS 3,3,3- h U 7)\/3rn-2-\L KP3^>-2-^;i/-N-(5,5,10- h 
^©^ie^^I^^tL^.±^^*t-^^im^i: (b) a,7Kl/t'J>^#:l 

8. 3,3,3- h ';7;V^-D-2-b h*D^r^>-2-p<^-;i/-N-(5,5,10-h U ^ V-4,10- 
^tFnfx/[3 ) 2-c][lH>^xt:>-HM7 , n^>7^ (la) 




(I) 




(la) 
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-e^£ft£(S)-(+)-3,3,3-b V7)l#u-2-}i h*P=^>-2-^;i/-N-(5,5,10-h U 
^-^V-4,10-^t KD^oiy [3,2-c][l]^->^/^^b->-9-'l';i')^P^^>T^ K 

>>7t^w h^v^>>s t-7M^^;k ^7M^^;k 

10. (a) 5$ (I) 




(I) 

3,3,3- h U 7;i/^-U-2-t hn^>-2-^;i/-N-(5,5,10- h U^V 
-4,10-^fc ho^-rny [3 ) 2-c][l]^>y^^b>-9-i';i/)7'n/^>T^ FSfett 
^©^S^^l^^tl^m^^-r^^l^^ (b) c^TKl^U 

11. . 3,3,3- h U 7;i/:*n-2-t h D^r->-2-^ ^-^-^(5,5,10- h U;fr*V 
-4,10-^ fc h'D^x; [3,2-c][l]^>^^itf>-9--T ;i/)7*D;l>T5. h#5$ 
(la) 
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(la) 

*e^£;h,3(SM+)-3,3,3-h U7;Vt0-2-t h*D^>-2-^;i/-N-(5,5,10-h U 
**V-4,10'S?t h*n^:ny [•3,2-c][l]^>y^xt>-HiV)7D; , i>7^ K 
■CfeSlt&ol&HSfi 10 SIBig©BU^JiB^tc:#dJ^»0^«©^ffl^y ho 

12. aiThl^U >^#*$t&J#*A;*p>>>. r^y->> N 7^\^>> N 
"i^tr^M h*^tJ-^>X T;i/7^->>, 7-7h^;K ^7htf^;K 7av 

ftomwtmm.fcvt®%imm*y ho 

%>tz®(Dft (I) 




a) 

-£^t£ft3 3,3,3- h 'j7;i/tD-2-h KP^>-2-^;l/-N-(5,5,10- h 
-4,10-^b FDfxy [3,2-c][l]^>^^xtf>-H;H7a^>7^ h*£fci± 
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14. 3,3,3- h U 7;i/^-n-2-h K D 3^>-2-^ ^;i/-N-(5,5,10- h >J t^V 
-4,10-^t KDfx/[3,2-c][l]^>^fxlf>-9-^;i/)7"D;l>7^ F#5$ 
(la) 




T*^^n^>(S)-(+)-3,3,3-h >j7MP-2-t Kn=Sf->-2-.?<^;]/-N-(5,5,10-h 'J 
jfr^V -4,10-^1: KD^icy [3,2-c][l]-^>y^^f>-9-<;i/)7 a D/1>^^ K 
T-fe&Bf;£©$gHfg 13 IgfB«g© 3,3,3- h U y;i/^"D-2-t 
-N-(5,5,10-h U^-^V-4,10-^t KP^cny [3,2-c][l]^. W^:c t?>-9— 

>>^t:^;K K^-9-^^>>s T;i/7y^> s t7hif^;K x^htrs^K 

s^-rtLfr i oj^±Tfe^m^©iEH^ 13 Ji^fe^ H mmm>(D 3,3,3- h u ? 

;P^-D-2-t K P^>-2-p< ^-;i/-N-(5,5,10- h 'J ^-^V-4,10-^ b Kp^rcy 
[3,2-c][l]^>^^3it!>-9— f ^)/D^>7^ H£fctt^©lig3#lftfcg^£ 

3fc#>©5£ (I) 
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(I) 

TS^iiS 3,3,3- h U 7;i/^-D-2-t h*O^->-2-^^;P-N-(5,5,10- h U^^rV 
-4,10-^t: h'n^xy [3,2-c][l]^>V r ^3itr>-9-i';i/)7°D/i>7'^. K^fcH: 

17. 3,3,3- h U 7;i/^"D-2-t h*P=3rS/-2-p<^;i/-N-(5,5,10- h Utf^V 
-4,10-^t pDfi;[3 ) 2-c][l]^>y?xt>-Hjl/)7n;l>7^ F#5$ 
(la) 




■C*£*i3(S)-(+)-3,3,3-h 'J7MP-2-fc h*n^S/-2-^^;i/-N-(5,5,10-b 'J 

^7^i;;K 7;i/7VS/> s t7h^jv, 77hTO % 77 
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19. (a) ^ (I) 




a) 

T°3k£tL& 3,3,3- h U ^;i/^-n-2-t HndrS/^-^^l/^HS^lO- h V**V 

20.. 3,3,3- h »J 7;i/^-p-2-t Fn^S/^-^^HHS.S.lO- h U sj-^V 
-4,10-^fc. Fnfx; [3,2-c][l]^>v^^j:tr>-9— f M7n/^7^ 
(la) 




"Ci$^(S)-(+)-3,3,3-hU7;^D-2-h h*P*^-2-^?-;MH5,5,10-h y 
aJ-^V-i.lO-^k Kn^xy [3,2-c][l]^>\/?-:r:f >-9— f ;i/)7°n^>:P* K 
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>>^tf^;K K^-y-y^Vs TJV7Vi;>s t7Mf^;K T7 h TJ^J 
3 ^ -rn** 1 oJ^±T« 3 If ;&©fSHHI 1 9 H I; fcfcgl 20 iIIBig© hu3^M^ 
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